As an initial matter, Applicant apii^ecsates the courtesy extended by Examiner T. Truong 
during a tsiephonic interview conducted July 14, 2009. The provisional obviousness-type double 
patenting rejection of claims 11-13 and 23-25 and the §1 12, first paragraph rejection of claims 
17-28 were discussed. No agreement was reached on the obviousness-type double patenting 
rejection. Appiicants appreciate the Indication that cancellation of the ianguage "prevention or" 
from claims 17 and 23 would iikeiy obviate the §112, first paragraph rejection. 

Applicants appreciate the indication that claims 14-16 wouid be In a condition for 
aiiowance i? rewritten as independent daims. Reconsideration of the above-idsntitled application 
as amended is requested. Claims 11. 13-17„ 19-23 and 26-28 are pendir^g in the instant 
application Claims 1-10. 12. 18, and 24 have been cancelled in this or a prior amendment 
without prejudice or disclaimer. Claims 1 1, 17 and 23 have been amended by the instant 
am^dment. No new mater has been introduced by the instant amendments. 

Claims 11-13 and 23-25 stand provisionally rejected on the ground of non-statutory 
obviousness-type double patenting as being unpatentable over dalms 25, 32 and 34 of copending 
application U.S.S.N. 10/480,559. The Office Action avers that "although the conflicting claims are 
not identical, they are not patentably distinct from each other because fbrrnula IV of the copending 
application embrace species of the instant claims 11-1 3. 

Claim 12 and 24 have been canceiied by the instant amendment and claim 1 1 amended to 
cancel the species of daim 12. Thus, Applicants traverse the rejection In part and reserve the right 
to pursue the subject matter of claims 12 and 24 In a continuing application. 

Aithougi"! Ciaims 11 (in part) and 13 of the instant application are directed to a species which 
iS genes-icaiiy within the scope of claim 26 of the '559 applicaiion, Appiicants present herewith a 
Declaration under 37 C.F.R. §132 of Dr. Leo WIdier executed on October 13, 2009 which provides 
evidence that the compounds of instarst claims 1 1 and 13 are non-obvious over the generic scope 
of Claims 25 and 32 of the ~559 application and non~obvlous over the exemplified species recited in 
the specificatiGn of the '55S application. 
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More psrticuiany, the §132 declaration of Dr. Wkiler presents pharmacokinetic and FUPR 
inhibition data establishing that (1) the compound of dain^s 11 and 13 Is more potent than the 
exempiified compour^ds of the 559 appiscation and (2) the structural-activity relationship of ttie 
exemplified compounds ir^ the "559 application wouid not lead a medicinal chemist of ordinary skill 
in the art to prepare the compound of claims 11 and 13. 

As discussed in Dr. Widler's declaration, the compound of claim 13 exhibits a an averaged 
iCso of 1.35 m in the standard FLIPR assay, a C^axOf 61,5 nM. a of 1 hour, a bioavailability of 
31% in rat and a W factor {Cfi^nCsQ) of 45 based on the In vitro a.nd in vivo assays described in 
paragraphs 6 and 8 of the declaration. The combination of high potency, high Cf-^at an early hroe 
point (T^ax) and short terminal half iife exhibited by the compound of claim 13 are suitable to eiicit a 
desirable bon© anabolic effect, e.g., a desirable calcilytlc effect. 

In contrast, the most potent structuraiiy related compound frc?T^ the '559 appiication Is 
Exampie 80 which has a 6-propargyioxy residue ar^d an L;nsubst;j:uted N\i)-benzyi residue on the 
quinazciin-2-ons. Exampses 90 and 120 incorporate para substituents on the N-benzyl residue of 
the compound of Example SO, The FUPR potency of Example 80 Is 4,4 nM and the potency of 
Examples 90 and 120 is 10 and 15 nM respectively. Thus, the '569 appiicatian would teach one of 
ordinary skill in the art that para substituted N-benzyl residues should have reduced potency. 
Earlier structiire-activity relationship studies conducted on analogous qulna2:olin-2-one compounds 
having a 8-methoxy residue suggested that para substitution does not improve in vitro potency. 
Thus, Example 29, S-methoxy-4-(4-isopropylphenyl)-N1-ben2yl-quinazoNn-2-one, exhibits 
substantially the same ICso in the Pi assay of paragraph 7 of Dr. Widier's declaration as the para- 
halogen sutjstrtuted benzyl analogs of Examples 148-150 (Ex. 148 is the 4-chloroben2yl. Ex, 149 Is 
the 4-bromobenzyl and Ex. 150 is the 4-fluorobenzyl analog of Example 28). Other para- 
substituted benzyl analogs, e.g., Examples 152-154, are less potent than Examples 29 and 148- 
150. 

For completeness, Dr. VVVdier's declaration further provides inhibitory data for the most 
potent compounds recited in the '559 applicsiion. As shown in Table 3, the most potent 
compounds of the ^559 application have ICso values of beiwser: 2 .^-^d 4 nM in the FLIPR assay, but 
carry a meta -substituted benzyl residue or a benzothiadiazolyimethyl re.s;due on the H{V) of the 
qulnazolln-2~one. 
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Dr. vVidler's declaration fuiiher p'Cv des crar-nscoh ■■relic da:a for the compound of clasfTj 13 
and Examples 37 ana 80 of the 559 appiica^cr As shov,"^ in Tables 1 and 4, the compound of 
ciaim 13 has a signrricantiy improved ■•Q&\c^\ic<^e pha.Tnacokinetic profile and shows better 
bioavailabiiity compared to the aforementsoned Examples. 

One of ordinary sklii in the art would not reasonai^^ expect to obtain the combination of 
improved in vitro potency and desirable in wVo PK behavior exhibited by the compound of claim 13 
based on the previously disclosed compounds from the '559 applicatfon. Thus, one of ordinary skill 
in the art, considering the breadth of ciaims 25 and 32 of the '559 application in combination with 
the structure-activity relationship trends set forth in Tables 2, 3 and 4 of Dr. Widisr's dedara^on 
would not have motivation to prepare the specific compound recited in claim 13 of the instant 
application. 

Ti^..s, ;of at least the foregosng reasorss Applicants request withdrawal of the non-statutory 
oDvsousness-fvpe double patenting feiecijon o-' c^ainis 11 and 13. 

Ciaim 23 is directed to pharmaceutical compositions comprising a compound of cisim 11. 
Claim 25 is dependent from claim 23 and provides pharmaceutical composinons comprising the 
compound of ciasm 13 respectively. For at least the reasons that ciaims 1 1 and 13 are patentably 
distinct over claim 25 of the '559 appiicatton. ciaims 23 and 25 are patentably distinct over claim 32 
of the '559 application. 

Claim 34 of the '559 application was originaiiy asserted as a basis for obviousness-type 
doubie patenting rejection of the generic claims 1, 2, and 8 is this application which provided 
compounds of Formula i or \\ Current ciaims 11 and 13 are directed to 4 species, each of which is 
patentably distinct from the species of claim 34 of the '559 appiication. Thus, the obvious-type 
doubie patenting rejection based on claim M shouid be withdrawn. 

Ciaims 1T.2S stand rejected ur.o-es 35 U.S C §"^12, first paragrapn aileg&diy beca^jse the 
specificatic^ while being enabling for the treatment of recsted disorders, does not reasonaDiy 
prcx a- cv.'^ser.ient for the prevention of said disorders, nor does it enable a composition of matter 
capable of prev'enting any disorders. 
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Cia:Ts 17-28, 3s amended are directed to compositions and niethods of treating recited 
disorders. Applicants reserve the right to pursue claims directed to methods of presenting disease 
using the compounds of the invention in one or more continitation appiications. 


Thus, claims 17-28. as presently amended^ compiy with the enablement rBquirement of 
§1 12, first paragraph. 

In view of the above, it is respectftiily submitted that all of the cisims are in condition for 
allowance. Early action to that end is respectfully requested. The Examiner ?s hereby invited to 
contact the undersigned by telephone if there are any questions concerning this amendment or 
application. The Commissioner is hereby authorized to charge any additional fees under 37 CFR 
§1,17 which may be required, or credit any overpayment, to Account No. 1 9-01 34 in the name of 
Novsrtis. 


... \ -^u.b"" rtea 


Novartis institutes for BloMedlcai Research, Inc. 
220 Massachusetts Avenue 
Cambridge, MA 02139 



Attorney for Applicants 
Reg No 48.399 


{817)871-3105 

Date: 13 October 2009 
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